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FDA response to es on 3  Yes, this is an acceptable plan. 
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FDA response to es on 4  Yes, this is an acceptable plan. 

- -
-

 

FDA response to es on 5  t a  be appropriate to con n e to use an mRNA assay for later 
development and commercial release if the mRNA assay has suitable performance characteris cs, 
meaning that the assay would need to have adequate precision, accuracy, linearity, etc. to allow 
release of drug product against a su ciently narrow potency acceptance criterion. n addi on, the 
design of the assay would need to incorporate adequate suitability controls and reference materials. 

However, an mRNA assay would be insu cient to assure potency if the sequence of the vector is not 
assured. You state that you will be verifying the sequence of the vector using Sanger sequencing. 
Sanger sequencing produces a consensus sequence, and therefore it is inadequate to detect sequence 
variant impuri es for e ample, point muta ons or frameshi  muta ons that may a ect protein 
transla on or func on  if such variants are present in a subpopula on of the vector genomes. To 
adequately assure the sequence of the vector, you would need to use a more sensi ve sequencing 
method such as NGS, and you would need to validate that the method can detect and quan tate 
sequence variant impuri es.  

We will be able to provide further feedback about potency assay development a er you have 
submi ed an ND that contains detailed informa on about your potency assurance strategy and 
potency assays. 
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